WHAT IS CLAIMED IS: 



1. 



A method for assaying a candidate expound for its ability to interact with a 
modifled receptor tyrosine kinase (RTK) polypeptide comprismg: 

a) expressing an isolated DNA sequence or variants thereof encoding the modified 
RTK ne construct wherein said RTK gene contains a synthetic ca«a,yt,c linke, 
w „er!in said linker copses at least one amino acid frorrfthe kinase ,nsert 
domain (KID) o, the VEGFR-2 gene catalytic region, in a host cap, «. o 
producing a form of the polypeptide which form may be assayed for ,n,eract,on 
said polypeptide with said candidate substance; 

b) exposing said modified polypeptide to said candidate substance; and 

c) evaluating the interaction of said polypeptide with said Candida., substance. 

2 . The method of Cairn 1 , wherein said evaluafion step further corpses . 

(a) crystallizing said modified polypepUde in a condition suKable for x-ray 
crystallography; and 

(b) conducting said x-ray crystallography on said polypeptide. 

3. A method for assaying a candidate compound for its ability to interact with a ' 
modified VEGFR-2 receptor polypeptide comprising; 

■ • DNA sequence or variants thereof encoding the modified 
a) expressing an isolated DNA sequence =v „ th ., ic 
VEGFR-2 gene construct wherein said VEGFR-2 gene contams a synthetic 

Kinase insert domain,K,D)of the VEGFR-2genec a «a,y 1 icreg,on,n 
capable of producing a form o, the poiypeptlde which form may be assayed 
interaction of said-polypepfide with said candidate substance; 

• b, exposing said modified polypeptide to said candidate substance; and 



, ^ Rifled polypeptide with said candidate 
0 evaluating the interaction of said modified polyp 



substance 



6. 



7, 



8. 



9. 



th ri of claim 2 wherein said evaluation step further comprises-. 
The method of clam 2, wne tWp ln a con dition suitable for x-ray 

(a) crystallizing said modified P olype P t.de ,n a 
orography; and . de ^ 

(b) conducting said x-ray crystallograpny 

■ k thereof encoding a modified RTK gene 
An isolated ONA seance «n ^ ^ ^ 

construct where, said RTK en ^ ^ insert domain of 

said linker comprises at least one am. 
the RTK gene catalytic region. 

p nr variants thereof encoding a modified VEGFR-2 
An iso ,ated DNA se.uence — * . ^ ^ ^ ^ 
g ene construct wherem said VEGFR^ 9 ^ ^ kjnase 

- nnker wherein said linker composes at least on 

*^ x/ P rFR-2aene catalytic region, 
insert domain of the VEGFR 

or variants thereof in SEQ. ID NO. 5. 

or variants thereof in SEQ. ID NO. 6. 
Ame thodo f assessin g compoun-hich a r = ^^ 

region comprising: 

a) crystallizing said modited RTK polypeptide; 



Mobtaiaworysta-lograpnyooo . 

h„ coordinates forsara , sald 

„,ocess v-hereby vanou= mo of 

^.osa.poWPeP*. 

, inds which are agones d 

copses aueast one ^ ^ . 

2 polypeptide; - d modified ■ 

lhal «»uctasagon^ ■ are 

applied to said computer g_ 

nn ie -tstosa\dpolVPeP tlde - 
antagonists to 



The method of ciaim 10, wherein said modify VEGFR-2 peptide 
comprises the VEGFR2A50 polypeptide of Seq. ID No. 5. 

comprising: 

' v f th. Kinase Insert Domain within the catalytic domain of said 
a) identification of the Kinase msei 

proteins; 

Domain such « - ^^ZllL .easured hy ,ray 

such that it may form a crystalline siaw 

crystallography; and 

c) crystallizing said modified polypeptide. 

. comprising:. 

a) deletion of a' portion of the KID of the target RTK polypeptide; 

b) crystallizing said target RTK polypeptide; 

=,»d from resolving the x-ray crystallography of said 
d) apply^g «he data generated » 3 rate . mod el of 

targe « RTK poiypeptide to a «^ *^ m0 , ecules that wi „ 

said target RTK polypeptide suitable for use in 

32 



16. 



act as agonists or antagonists to said polypeptide; and 

e) applying an iterative process whereby various molecular structures are 
applied to said computer generated model to identify potential agon.sts or 
antagonists to said target RTK polypeptide. 

A process of drug design for compounds which interact with modified VEGFR- 
2 polypeptides comprising: 

a^ele.ionofapor.ionoftheKiDofthemod-.edVEG^poiypeptide; _ 
b) crystallizing said modified VEGFR-2 polypeptide; 

cj resolving the x-ray crystallography o, said modified VEGFR-2 polypeptide; 

<n applying the data generated from resolving the x-ray crystallography o, said 

mod e, of said modtfed VEGFR-2 poiypep* suitabie for use , de,gn^g 
mo ,ecu,es thatwii, act as agonists or antagonists to sa,d polypepfde, and 

appl^ng an iterate process whereby various molecular structures are 
a PP « to said computer generated mode, to identify potenfia, agon.sts or 
antagonists to said modified VEGFR-2 polypeptide. 

The method of claim 15, wherein said modified VEGFR-2 polypeptide 
comprises the VEGFR2A50 polypeptide of Seq. ID No. 5. 



